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Application No. 

09/848,868 



Examiner 

Karen A. Lacourciere 



Applicant(s) 

IVERSEN ET AL. 



Art Unit 

1635 



- The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above Is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent tenm adjustment. See 37 CFR 1 .704(b). 

Status 

1 )K Responsive to communicatlon(s) filed on 05 June 2003 . 
2a)^ This action is FINAL. 2b)n This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) 13 Claim(s) 1-22 and 34-37 is/are pending in the application. 

4a) Of the above claim(s) 8-1 7. 79-22 and 34-37 is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) ^ Claim(s) iiZ is/are rejected. 

7) ^ Clalm(s) 18 is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)n accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing{s) be held in abeyance. See 37 CFR 1 .85(a). 
1 1 )n The proposed drawing correction filed on is: a)^ approved b)^ disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)nAII b)n Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2.n Certified copies of the priority documents have been received in Application No. , 



3.n Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) n Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application). 

a) D The translation of the foreign language provisional application has been received. 

15) n Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 



1) CD Notice of References Cited (PTO-892) 

2) im Notice of Draflsperson's Patent Drawing Review (PTO-948) 

3) □ Infonmation Disclosure Statennent(s) (PTO-1449) Paper No(s) _ 



4) n Interview Summary (PTO-41 3) Paper No(s). 

5) CD Notice of Infonmal Patent Application (PTO-152) 

6) 0 Other: 



U.S. Patent and Trademark Office 
PTOL-326 (Rev. 04-01) 
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DETAILED ACTION 
Election/Restrictions 

Claims 8-17, 19-22 and 34-37 are withdrawn from further consideration pursuant 
to 37 CFR 1.142(b), as being drawn to a nonelected invention, there being no allowable 
generic or linking claim. Applicant timely traversed the restriction (election) requirement 
in Paper No. 9. 

This application contains claims 8-17, 19-22 and 34-37 drawn to an invention 
nonelected with traverse in Paper No. 9. A complete reply to the final rejection must 
include cancelation of nonelected claims or other appropriate action (37 CFR 1 .144) 
See MPEP§821.01. 

Claim Rejections - 35 (JSC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 2 -7 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 2 is indefinite because it appears to contain two separate sentences and, 
therefore, it is unclear what is part of the actual claimed subject matter, specifically, the 
claim ends in a period and is then followed by a figure. Further, the claim is indefinite 
because the claim includes a limitation "as shown below". It is unclear what "below" is 
referring to, for example, does this phrase make reference to generally any of the any of 
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the following claims? Claims 3-7 are indefinite for the same reasons due to 
dependence on claim 2. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-7 are maintained as rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as 
to reasonably convey to one skilled in the relevant art that the inventor(s), at the time 
the application was filed, had possession of the claimed invention. This is a written 
description rejection. 

The specification discloses SEQ ID NO: 35 and 36 which correspond to 
antisense complementary to a target region of a nucleic acid encoding p53 wherein the 
5' end of the target region is 1-25 bases downstream of a splice acceptor site at the 
exon 2 splice junction of human p53. SEQ ID NO: 35 and 36 meet the written 
description provisions of 35 USC 112, first paragraph. However, claims 1-7 are directed 
to encompass antisense complementary to a target region wherein the 5' end of the 
target region is 1-25 bases downstream of any normal splice acceptor site, which would 
include cryptic splice sites. Antisense complementary to these target regions do not 
meet the written description provision of 35 USC 112, first paragraph. The specification 
provides consensus sequence to identify splice acceptor sites in yeast and human RNA 
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(see page 11), however, these consensus sequences are not absolute, for example, the 

mammalian consensus sequence has one invariable A residue at the branch point, an 

AG site located at a variable length from the A and all other residues are only vaguely 

defined. The yeast consensus is more well defined, but still highly variable. The 

specification has defined the sequence of one target region (SEQ ID NO:36) at one 

splice acceptor site in one p53 mRNA, but has not provided the location of other splice 

acceptor sites, or the structure (ie. sequence) of the down stream target region of such 

sites. The skilled artisan would not recognize that the inventors had possession of 

antisense targeted to other downstream regions within the human p53 mRNA, or to 

regions downstream of acceptor sites within other p53 mRNA's, because the 

specification does not describe the location and sequence of the splice acceptor sites 

within these mRNA. The consensus sequences are not sufficient to describe these 

acceptor sites because the consensus sequences are vague and highly variable. The 

specification has not described which sites within p53 mRNA's fit these consensuses 

sequences and actually act as splice acceptors. The specification provides insufficient 

written description to support the genus encompassed by the claim, because the claims 

antisense encompass a broad genus of sequences, targeted to regions throughout 

nucleic acids encoding p53, with variable sequences, targeted to splice acceptors sites 

which are also highly variable. 

Vas-Cath Inc. v. Mahurkar 1 9 USPQ2d 1111, makes clear that "applicant must 
convey with reasonable clarity to those skilled in the art that, as of the filing date sought, 
he or she was in possession of the invention. The invention is, for purposes of the 
'written description' inquiry, whatever is now claimed" (See page 1117.) The 
specification does not "clearly allow persons of ordinary skill in the art to recognize that 
[he or she] invented what is claimed." (See Vas-Cath at page 1116.) 
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With the exception of SEQ ID NO: 35 and 36, the skilled artisan cannot envision 
the detailed chemical structure of the encompassed polynucleotides, regardless of the 
complexity or simplicity of the method of isolation. Adequate written description 
requires more than a mere statement that it is part of the invention and reference to a 
potential method for isolating it. The nucleic acid itself is required. 

Therefore, only SEQ ID NO: 35 and 36 but not the full breadth of the claim meet 
the written description provision of 35 USC 112, first paragraph. The species 
specifically disclosed are not representative of the genus because the genus is highly 
variant. Applicant is reminded that Vas-Cath makes clear that the written description 
provision of 35 USC 1 12 is severable from its enablement provision. 

Response to Arguments 

Applicant's arguments filed June 5, 2003 have been fully considered but they are 
not persuasive. 

In response to the rejection of record of claim 1-7 under 35 USC 1 12, first 
paragraph, written description. Applicant argues that the claims are limited to locations 
1-25 bases downstream of "normal" splice acceptor sites in human p53 and, that the 
normal splice acceptor cites were well known in the art at the time of filing. Applicant 
argues Genbank provides normal splice acceptor sites for human p53 and that the 
specification provides such sites in the table on page 35. 

These arguments have not been found to be persuasive because the term 
"normal splice acceptor site" would also encompass normal cryptic sites within the 
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homan p53 ger.e. which are not defined in the specification and. further, are not defined 
in the art, including within human p53 genes in Genbank, Including in Genbank 
Accession number X541 56. Applicant points to the table on page 35 of the 
specification, however, this table only defines two sites, those targeted by SEQ ID 
NO:35 and 36, and does not provide written description for a sufficient number of 
species within the genus to provide written description for the full genus. 

Allowable Subject Matter 
Claim 18 IS Objected to as t»ing dependent upon a rejected base claim, but 
would be allowable if newnWen in Independent fonm including al, of tt,e limitations of the 
base claim and any l„ten,enlng claims. A mo,pt,olino oligonucleotide consisting of SEQ 
ID NO: 36 is free of the prior art and would be useful to Inhibit the expression of p63 i„ a 
cell in culture, for example, possibly acting as a traditional antisense. 

Conclusion 

Any rejection of record not repeated herein Is considered to be withdrawn. 

Appiicanfs amendment necessitated the new g™nd(s) of rejecBon presented In 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. SeeMPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth In 37 
CFR 1.136(a). 

A shortened statutoo- period for reply to this final action Is set to expire THREE 
MONTHS from the mailing date of this ac«on. In the event a first reply Is filed within 
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TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen A. Lacourciere whose telephone number is (703) 
308-7523. The examiner can normally be reached on Monday-Thursday 8:30-6:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, John LeGuyader can be reached on (703) 308-0447. The fax phone 
numbers for the organization where this application or proceeding is assigned are (703) 
308-4242 for regular communications and (703) 305-1935 for After Final 
communications. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (703) 308- 



0196. 



August 25, 2003 



Karen A. Lacourciere 




